Ukraine is among the top 20 highest drug-resistant tuberculosis burden countries in the world. Driving the high drug-resistant tuberculosis rates is an unchecked treatment default rate. This evaluation measures the effect of social support provided to tuberculosis patients at risk of defaulting on treatment during outpatient treatment. Five tuberculosis patient cohorts, served in three oblasts from 2011 and 2012, were constructed from medical records to compare risk factors for default, receipt of social services, and treatment outcome. Regression analyses were used to identify risk factors predictive of treatment default and to estimate the impact of the social support program on treatment default, controlling for risk, disease status, and demographics. In 2012, tuberculosis patients receiving social support in Ukraine reduced their probability of defaulting on continuation treatment by 10 percentage points compared to high-risk patients who did not receive social support in 2012 or 2011. Treatment success rates for the high-risk patients receiving social support were comparable to the low-risk cohorts and significantly improved over the high-risk comparison cohorts. Further research is recommended to quantify the costs and benefits for scaling-up social support services, evaluate social support program fidelity, identify which populations respond best to select services, and what barriers might still exist to achieve better adherence. With that information, tailoring programs to most effectively reach and serve clients in a patient-centered approach may reap substantial rewards for Ukraine.
treatment default and the growing problem of treatment-resistant TB strains, identifying effective strategies for treatment adherence is critical.
Methods

Study settings and sample population
Three oblasts in Ukraine were purposively chosen for this study due to their high TB caseloads and high treatment default rates. In 2010, Dnipropetrovsk reported 1,077 TB cases and 12.4% default rate; Kharkiv reported 738 cases with 11.1% default; and Odessa reported 789 cases and 9.4% default rate [15] . The study population was composed of patients receiving TB continuation treatment in these three oblasts in 2011 and 2012. Patients were classified as high-risk for TB treatment default per program criteria covering eleven self-reported risk factors: HIV positive, alcoholism, injection drug use (IDU), a contact to a TB case, a co-morbidity, homeless, unemployed, a health care worker, a migrant, a refugee or immigrant, an ex-prisoner, and room to record other risk factors that a provider might deem noteworthy. Low-risk patients did not report these risk factors with the exception of unemployment. Facility staff revealed that TB patients routinely report being unemployed. This is to avoid stigma in the workplace, as workplace TB screening is routinely undertaken after a case is diagnosed. Consequently, we considered a patient as low risk during sample selection if the only reported risk factor was unemployment. During data cleaning, minimal corrections were made for misclassification of risk status at time of data entry. All study patients completed TB intensive treatment, initiated TB continuation treatment, and had a TB treatment outcome recorded in their medical record. A cohort of 2012 HR-Intervention patients (n = 409) was randomly sampled from a complete listing of URCS enrollees, stratified and proportionate in size to the TB patient population by oblast. These patients served as the index cases. Each TB facility where an index case was receiving continuation therapy served as the facility match point to ensure controls experienced similar service environments to the randomly selected cases. In order to obtain a group of controls not exposed to the program, four patients from these facilities' TB registries were matched to the index patient: one 2012 HR-Comparison patient; one 2012 LR-Comparison patient; one 2011 HR-Comparison patient; and one 2011 LR-Comparison patient. The primary comparison group for this analysis was the 2012 HR-Comparison cohort; however, additional cohorts were sampled to explore selection. The second matching variable was the start date for TB continuation treatment for the index case in order to control for seasonality of TB and services. Additional matching on sex and age was done if more than one match was eligible. Data from 1630 TB patients across the five cohorts were collected. Sampling weights were generated to account for sampling proportionate to the varying size of TB caseload per oblast and non-response. During data cleaning, minimal corrections were made for misclassification of risk status at time of data entry. Data entry misclassifications included: dropping cases who received the intervention in 2012 but had no reported risk factors (n = 12); reclassifying those whose only risk factor was unemployment from high risk to low risk (n = 16); and reclassifying another 33 cases as high risk based on a risk factor reported.
A survey of 50 TB polyclinics and cabinets that provided continuation therapy to the study population was also completed to provide details on the referral and treatment practices at these facilities (see report for details [16] ).
Data collection and definitions
For each study patient, retrospective data were abstracted from TB medical records (national form TB01). The data abstracted included basic demographics, sex, age, employment status, urban or rural residence; and TB diagnosis, treatment, interruptions to intensive treatment and treatment outcomes. Standard WHO definitions were used for TB classification (e.g., first diagnosis, re-initiated treatment, treatment failure, relapse, and referral); for clinical TB (e.g., pulmonary or extra-pulmonary); for WHO diagnostic categories to indicate treatment regimens [17] ; and for treatment outcomes (e.g., success, death, treatment failure, treatment interrupted, and transferred). A patient's outcome was successful if the full course of prescribed treatment was completed or follow-up testing indicated patient was cured. Treatment default included anyone who missed treatment for more than 60 consecutive days per WHO standards. Additional data from the TB records were abstracted from form TB01-01, the risk screening form used by providers to identify a patient's risk for defaulting on treatment. For the 2012 HR-Intervention group, data on social support services received such as home visits, food packages, clothing, transport vouchers, monetary incentives, and counseling were abstracted from the URCS records and merged with the patient TB record.
Data analysis
Descriptive statistics were generated to compare demographics, TB disease characteristics, and reported risk factors for treatment default across the five cohorts. Logistic regression models with average marginal effects (AME) were estimated to test the study questions. All analyses used data weighted for sample selection; reported standard errors are clustered at the facility level.
To validate risk factors predictive of treatment default, the social support program criteria risk factors were regressed on treatment default among patients receiving continuation therapy. Dichotomous variables for seven individual risk factors (HIV positive, alcoholic, IDU, contact to a case, co-morbidity, homeless, and unemployed) were included. Very few patients reported being a health care worker, migrant, refugee, or ex-prisoner; hence, these were combined with the unspecified risk factor as "other". A dichotomous variable indicating the presence of more than one risk factor was also added. All risk factors were run simultaneously first (Model A). Next, we controlled for basic demographics and four dichotomous disease and treatment characteristics due to their hypothesized role in TB treatment adherence and outcome: first time TB diagnosis, pulmonary TB, WHO Category I and more than 2 interruptions in care during intensive therapy (Model B). To identify the salient risk factors for default in the absence of an intervention, this analysis was restricted to data from 2011 when the URCS program was not operating.
To evaluate the impact of the social support program on treatment default, the second regression analysis was limited to the 2012 HR-Intervention and the 2012 HR-Comparison cohorts. Prior to estimating impact, balance between the intervention and comparison groups was examined. The final model estimated the impact of the social support program on treatment default, controlling for risk, disease status, and demographics.
Analyses were produced using Stata SE version 13 (College Station, TX). This study was approved by the Office of Human Research Ethics at the University of North Carolina at Chapel Hill and the ethical review board of the F.H. Yanovskyi Institute of Phthisiology and Pulmonology, Academy of Medical Sciences of Ukraine. Both review committees waived the requirement for informed patient consent. Data collection was performed by the IFAK Institut in Ukraine. Data collectors had access to patient names in order to track patients from registry entries to patient records; however, names were not recorded on data collection tools nor reported to the researchers.
Results
Study population
The final dataset included 1,618 records from TB patients across the five cohorts: (Table 1) . Approximately two-thirds of the patients were male in every risk group, just over three-quarters were under fifty years of age, and a large majority lived in urban areas. Over half of all patient cohorts were unemployed, ranging from 55-72%. Half of the study population received TB continuation treatment in Dnipropetrovsk (50.0%), with the remainder evenly divided between Kharkiv (25.4%) and Odessa (24.6%). Among the three HR cohorts, unemployment was the most common reported risk factor (48-62 percent), followed by alcoholism (34-44 percent), co-morbidities (33-36 percent) and being HIV-positive (21-47 percent) ( Table 2) . A majority (63-72 percent) reported between 2 and 3 factors putting them at risk for treatment default, while 3-7 percent reported four or more. Notably, the proportion of HR patients who reported injection drug use in their medical records was small, ranging from 5-12 percent. In discussions with facility staff, it was noted that information on IDU status and treatment is not routinely recorded in the TB charts nor shared across cabinets due to concerns of confidentiality. As expected over half of the LR patients reported no risk factors for treatment default, while the remaining reported unemployment.
Overall, 81.1 percent of the TB patients were undergoing treatment for a first diagnosis, although among the HR cohorts, a higher percentage re-initiated treatment after earlier failure or relapse compared to the LR cohorts (7-12 percent versus 3-5 percent) ( Table 3) . Ninetythree percent of all cases were pulmonary TB, a majority was classified as WHO Category I (63.8 percent), and 81.3 percent reported only one or fewer interruptions in intensive treatment.
TB treatment outcomes in 2011 were significantly different between the LR and HR cohorts on treatment adherence. Treatment default among the 2011 LR-Comparison cohort was 4.2 percent compared to 13.3 percent in the 2011 HR-Comparison cohort (p<0.000); while 90.6 percent of the LR-Comparison cohort reported treatment success compared to only 74.3 percent of the HR cohort (p<0.000) ( Table 3 ). Similar differences were measured in 2012 when 
Intensive Treatment Interruptions
Predicting treatment default
The URCS social support program was designed to target those at highest risk of treatment default and provide support to improve treatment adherence. The official eligibility criteria for program support cover eleven risk factors. Among patients from 2011, only those who reported being an alcoholic (p = 0.002) or an IDU (p = 0.043) were more likely to default on TB continuation treatment, while a patient reporting a co-morbidity was less likely to default (p = 0.028) (Table 4) . Additionally, those patients enrolled in continuation care who had two or more interruptions recorded during intensive treatment were more likely to default during outpatient treatment (p = 0.028). Estimated marginal effects predict that an individual's probability of default increased by 0.08 (p = 0.017) if an alcohol abuser and by 0.05 (p = 0.043) if prior treatment interruptions were noted; yet one's probability of default decreased by 0.06 (p = 0.043) if reporting a co-morbidity. 
Evaluating program impact
Primary impact analyses were limited to the 2012 HR-Intervention and the 2012 HR-Comparison cohorts. Mean differences between the two groups were tested for 18 variables; seven (38 percent) were unbalanced at standard statistical levels (p<0.05). Looking at the intervention group, a higher proportion of patients were alcoholics or unemployed, and were 18-29 years of age, while the comparison group had a higher proportion of persons with HIV, homeless, undergoing WHO treatment category 1, and who were male. All risk factors, disease characteristics, patient demographics and treatment oblast were controlled for in the final impact model. Measuring impact, results indicate that the HR patients receiving the social support program decreased their probability of treatment default by 0.101 (p<0.000) compared to the comparison cohort (Table 5) . A second analysis, comparing outcomes for the 2012 HR-Intervention cohort to the 2011 HR-Comparison cohort, produced similar results. Five of 18 variables (28 percent) were not balanced between the cohorts. Controlling for all variables, the 2012 HR patients receiving the social support intervention were significantly less likely to default (p<0.000) compared to the 2011 HR-Comparison cohort, and the probability of default decreased by 0.120 (p<0.000) (data not shown). However, alcoholism remained a significant risk factor with the probability of default 0.069 (p<0.014) higher among alcoholics compared to non-alcoholics. Additionally, the probability of default among those with more than two treatment interruptions during intensive care was higher at 0.047 (p = 0.017).
Discussion
In 2012, TB patients receiving social support provided by URCS in Ukraine reduced their probability of defaulting on continuation treatment by 10 percentage points compared to high-risk patients who did not receive social support in 2012 or 2011. Treatment success rates for the high-risk patients receiving social support were comparable to the low-risk cohorts and significantly improved over the high-risk comparison cohorts. This result was found despite the heterogeneity of the patient population and the services provided.
Although treatment oblast was not predictive of success or default in 2012, routine implementation of DOTS and social support varied by study oblast. According to reported practices in 2014, 89 percent of surveyed facilities in Dnipropetrovsk provided facility-based DOTS and a majority of these facilities required daily DOTS visits (83 percent) [16] . Among the sites offering home-based DOTS, half provided weekly or bi-weekly visits. In contrast, 88 percent of the facilities in Odessa provided home-based DOTS and the majority of home visits were daily. This increase in home-based services may reflect a growing recognition in Odessa that facility DOTS is insufficient to assure compliance. Variation across oblasts may reflect patient population needs or facility capacity. Further investigation into best practices for DOTS and social support in Ukraine is warranted.
URCS was the only provider of social support in Kharkiv and Odessa in 2012 and the primary provider in Dnipropetrovsk. In 2011, only 23 percent of the facilities referred patients for social support, increasing to 94 percent by 2012. In all oblasts the primary point of referral was the city or raion TB physician. This is in keeping with URCS' policy to only provide social support to smear-negative patients who successfully completed intensive TB treatment and initiated continuation treatment. This focus on continuation patients ignored patients who defaulted during intensive treatment, which could be substantial. In Russia, Jakubowiak et al. found that 44 percent of TB treatment defaulters exited treatment during the intensive regimen [18] . In Moldova, the highest default rates were recorded during the first month of inpatient intensive treatment [10] . Our data did not include patients who defaulted during inpatient treatment, however in 2011, patients with more than two treatment interruptions during inpatient care increased their probability of defaulting during outpatient care by 5 percentage points. This is similar to findings by Jakubowiak in Russia and Santha in India, where gaps in intensive treatment were associated with future treatment default [18, 19] . Prioritization for support services may benefit those who had difficulty during the intensive phase.
Alcoholism was the one risk criteria predictive of defaulting among the 2011 cohorts, increasing the probability of default by 5 percentage points. Neither positive HIV status nor reported injection drug use were statistically associated with higher default rates. Underreporting of these two risk factors may be one explanation for their lack of significance. In Ukraine, sharing of confidential patient information between service delivery clinics is limited.
The risk factor information documented on a patient's TB form is all self-reported and possibly under-reported due to fear of stigmatization. For example, a patient seeking HIV-related services may not report their status to the TB physician. Unless an infectious disease specialist is overseeing services for both TB and HIV patients, this case of co-infection may go undetected by the individual clinics, despite best practices of routine HIV screening among TB patients. According to the facility survey, only 32% of facilities providing DOTS also provided ART for persons living with HIV. For IDUs the challenge may be two-fold. First, the availability of drug-substitution therapy for IDUs in Ukraine is scarce; only 16% of the outpatient TB facilities reported offering this service. Without adequate substitution therapy, many IDUs may drop out of service during the intensive, inpatient TB treatment phase, excluding them from our sample. Second, the stigma for drug addiction may discourage IDUs from revealing this risk to their TB physician. In either scenario, the risk of default among IDUs may not be adequately reflected in our data.
Patients with reported co-morbidities reduced their probability of defaulting by almost 6 percentage points in 2011, possibly due to additional support received from providers caring for the co-morbidities. For all other risk factors, no statistical associations were found with default. Whether this is due to the small numbers of patients with these other risks or because these factors do not increase one's risk of default is undetermined in this study. Interestingly, almost 20% of the high-risk cohort receiving the intervention had an undetermined or "other" risk factor recorded. Provider interviews suggested that compliant patients in our study sites may have been referred to URCS as a reward for their adherence. If widespread, this preferential referral of adherent patients could create selection bias, affecting results. This is one of the limitations of retrospective data analysis, it is difficult to measure the fidelity of program implementation retrospectively. However, if there was widespread selective referral one would expect the 2012 HR-Comparison group to have reported a higher default rate than the 2011 HR-Comparison group. The comparability of the default rates among these two cohorts suggests that very little selection bias exists.
In an era of declining health resources and increasing drug-resistant TB, refining and standardizing the referral criteria for additional social support may reduce the national default rate, but not without a cost. This study shows that social support is effective in reducing default rates but whether or not that means it should or can be scaled-up depends on the cost of wider implementation and the cost relative to other potential interventions that might also reduce default rates.
Conclusions
This study demonstrates the positive impact of providing social support to those at-risk for treatment default. Targeting services to those who will most benefit is critical to reduce continuing TB transmission. Further research is recommended to differentiate the costs and benefits from home-based DOTS versus additional services offered through social support programs. Prospective cohort studies could refine targeting of programming, evaluate social support program fidelity, identify which populations respond best to select services, and what barriers might still exist to achieving better adherence. With that information, tailoring programs to most effectively reach and serve clients in a patient-centered approach may reap substantial rewards for Ukraine. Prioritizing support services for clients who struggle with alcohol or drug addictions or struggle with adherence to intensive inpatient treatment regimens, may improve treatment success. Identifying approaches to assure intensive treatment completion and flagging those upon completion for additional follow-up during continuation treatment, has the potential to further reduce program defaults and improve outcomes.
